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Propositions
ACPA response in evolution of Rheumatoid Arthritis
 1. The natural evolution of ACPA differs from the development of antibodies against recall antigens. 
ACPA avidity maturation and isotype-switching are disconnected whereby extensive isotype 
switching occurs in the setting of restricted avidity maturation (this thesis).
 2.  The avidity maturation of ACPA takes place before disease onset and then stabilizes (this thesis).
 3. Low avidity ACPA are associated with higher radiographic joint destruction due to a higher poten-
tial to penetrate into synovial tissue and activate complement via in situ ACPA immune complexes 
(this thesis).
 4. Several defined citrullinated antigens are only recognized by IgG ACPA whereas others are also 
recognized by IgM ACPA. These observations suggest that not all citrullinated antigens are able to 
activate new B-cells despite concurrent recognition by IgG ACPA (this thesis).
 5. An elevated serum level of IgM-RF or anti-CCP antibodies in a healthy individual implies a high 
risk for the development of RA (Nielen et al, Arthritis Rheum 2004; 50: 380-6).
 6. RA patients negative for anti-CCP2 antibodies may have other autoantibodies as predictive marker 
for radiographic joint damage such as anti-carbamylated protein antibodies (J Shi, PNAS 2011; 18: 
17372-7).
 7. Epitope spreading of the ACPA response occurs before disease onset and is associated with the 
definite clinical phenotype of rheumatoid arthritis. However, which specific epitope is driving the 
response remains unknown (van der Woude D et al, Ann Rheum Dis 2010; 69:1554-61). 
 8. Although ACPA-containing ICs can activate inflammatory cells via the engagement of FcRIIa 
(Clavel C et al, Arthritis Rheum 2008; 58: 678-88), it is far from clear which cell type, at which 
moment and at which anatomical site will contribute to damage in Rheumatoid Arthritis.
 9. Murine models of antibody induced arthritis surprisingly indicated that IgG antibodies depended 
not on the classical but on the alternative pathway of complement activation. A similar mechanism 
may apply for ACPA IgG (Trouw LA et al, Arthritis Rheum 2009; 60: 1923-31). 
 10. Monoclonal antibody penetration and retention in tumors reflected affinity-based differences 
in tumor catabolism. Lower-affinity antibodies penetrate tumors more effectively when rates of 
antibody–antigen dissociation are higher than those of antigen internalization (Rudnick SI et al, 
Cancer Res 2011; 71:2250-9).
 11. Rituximab specifically depletes B cells producing the autoantibodies, while sparing the ‘conven-
tional’ plasma cells producing the protective antibodies (Huang H, et al, Proc Natl Acad Sci U S A 
2010; 107:4658-63).
 12. Imagination is more important than knowledge (Albert Einstein).
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